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AB The present invention provides the prepn. of nucleoside compds . I, wherein 
B is nucleobase, Y is H, alkylcarbonyl, phosphate ; Rl is H, alkenyl , 
alkynyl, alkyl; R2 and R3 are independently H, OH, halogen, alkyl, alkoxy, 
alkenyloxy, alkylthio, alkylcarbonyloxy , aryloxycrbonyl , azido, amino, 
alkylamino; Rl and R2 together with the carbon atom to which they are 
attached form a 3- to 6-membered heterocycle; R4 is H, OH, SH, NH2, 
alkylamino, cycloalkylamino, halogen, alkyl, alkoxy, CF3; R5 and R6 are 
independently H, hydroxymethyl , Me, f luoromethyl ; and certain derivs . 
thereof which are inhibitors of RNA-dependent RNA viral polymerase. These 
compds . are inhibitors of RNA-dependent RNA viral replication and are 
useful for the treatment of RNA-dependent RNA viral infection. They are 
particularly useful as inhibitors of hepatitis C virus (HCV) 
NS5B polymerase, as inhibitors of HCV replication, and/or for the 
treatment of hepatitis C infection. The invention also 

describes pharmaceutical compns . contg. such nucleoside compds. alone or 



in combination with other agents active against RNA-dependent RNA viral 
infection, in particular HCV infection. Also disclosed are methods of 
inhibiting RNA-dependent RNA polymerase, inhibiting RNA-dependent RNA 
viral replication, and/or treating RNA-dependent RNA viral infection with 
the nucleoside compds . of the present invention. Thus, 

4-amino-l- (2-C-methyl- .beta . -D-ribof uranosyl) -lH-pyrazolo [3, 4-d] pyrimidine 

was prepd. as inhibitors of RNA-dependent RNA viral polymerase. 

Representative compds. tested in the HCV NS5B polymerase assay exhibited 

IC's less than 100 .mu.M. The compds. of the present invention were also 

evaluated for their ability to affect the replication of Hepatitis 

C Virus RNA in cultured hepatoma (HuH-7) cells contg. a sub-genomic HCV 

Replicon. 
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RL: IMF (Industrial manufacture); PAC (Pharmacological activity); SPN 
(Synthetic preparation); THU (Therapeutic use); BIOL (Biological study); 
PREP (Preparation); USES (Uses) 

(prepn. of nucleoside derivs . as inhibitors of RNA-dependent human RNA 

viral polymerase) 
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Uridine 5 1 - ( tetrahydrogen triphosphate), 3 1 -deoxy-3 ' -f luoro- (9CI) (CA 
INDEX NAME) 

lute stereochemistry. 
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Cytidine 5 f - (tetrahydrogen triphosphate), 3 1 -deoxy-3 1 -f luoro- (9CI) (CA 
INDEX NAME) 

lute stereochemistry. 
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Remedies for hepatitis C 
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AB Excellent remedies for hepatitis C which contain as the active 

ingredients a 3 ! -deoxy-3 1 -f luorouridine deriv. and a 1- ( 3 1 -deoxy-3 1 -fluoro- 

.beta.-L-ribofuranosyl)uracil deriv. and show little side effects. 
IT 57944-13-5DP, 3 ' -Deoxy-3 1 -f luorouridine, derivs . 
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RL: PAC (Pharmacological activity); SPN (Synthetic preparation); THU 
(Therapeutic use); BIOL (Biological study); PREP (Preparation); USES 
(Uses) 

(deoxy-3 1 -f luorouridine deriv. and a 1- ( 3 1 -deoxy-3 1 -fluoro--L- 
ribofuranosyl ) uracil deriv. as remedies for hepatitis C) 
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CN Uridine," 3 1 -deoxy-3 ' -fluoro- (9CI) (CA INDEX NAME) 
Absolute stereochemistry. 
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RN 112668-56-1 CAPLUS 

CN Uridine, 3 1 -deoxy-3 ' , 5-difluoro- ( 9CI ) (CA INDEX NAME) 
Absolute stereochemistry. 
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CN Uridine 5 ' - ( tetrahydrogen triphosphate), 3 1 -deoxy-3 1 -f luoro- (9CI) (CA 
INDEX NAME) 

Absolute stereochemistry . 
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CN Uridine, 3 ' -deoxy-3 ' -fluoro-5-methyl- (9CI) (CA INDEX NAME) 
Absolute stereochemistry . 
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CN Uridine, 5-cyano-3 * -deoxy-3 ' -fluoro- (9CI) (CA INDEX NAME) 
Absolute stereochemistry . 
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CN Uridine, 3 ' -deoxy-3 1 -fluoro-5- ( trifluoromethyl ) - (9CI) (CA INDEX NAME) 
Absolute stereochemistry. 
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CN Uridine, 5-bromo-3 ' -deoxy-3 ' -fluoro- (9CI) (CA INDEX NAME) 
Absolute stereochemistry . 
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Absolute stereochemistry. 
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Absolute stereochemistry. 
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CN 2,4 (1H, 3H) -Pyrimidinedione, 1- ( 3-deoxy-3-f luoro- . beta . -L-ribof uranosyl ) 
(9CI) {CA INDEX NAME) 

Absolute stereochemistry. 
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Absolute stereochemistry. 
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CN Uridine 5 1 - { tetrahydrogen triphosphate), 3 ' -deoxy-3 1 , 5-dif luoro- (9CI) 
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CN Uridine 5 1 - ( tetrahydrogen triphosphate), 3 ' -deoxy-3 1 -fluoro-5-methyl- 
(9CI) (CA INDEX NAME) 

Absolute stereochemistry. 
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CN Uridine 5 ' - ( tetrahydrogen triphosphate), 5-cyano-3 1 -deoxy-3 ' -fluoro- (9CI) 
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Absolute stereochemistry. 
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CN Uridine 5 '- (tetrahydrogen triphosphate), 3 1 -deoxy-3 1 -fluoro-5- 
(trifluoromethyl)- (9CI) (CA INDEX NAME) 

Absolute stereochemistry. 
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CN Uridine 5 1 - (tetrahydrogen triphosphate), 3 ' -deoxy-3 ' -fluoro-2-thio- (9CI) 
(CA INDEX NAME) 

Absolute stereochemistry. 
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CN Uridine 5 1 - (tetrahydrogen triphosphate) , 3 ' -deoxy-3 1 -f luoro-4 -thio- ( 9CI ) 
(CA INDEX NAME) 

Absolute stereochemistry . 
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CN 2, 4 (1H, 3H) -Pyrimidinedione, 1- [ 3-deoxy-3-f luoro-5-0- 

[hydroxy [ [hydroxy (phosphonooxy) phosphinyl] oxy] phosphinyl ] -.beta. -L- 
ribofuranosyl]- (9CI) (CA INDEX NAME) 

Absolute stereochemistry. 
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RN 439579-43-8 CAPLUS 

CN 2, 4 (1H, 3H) -Pyrimidinedione, 1- [ 3-deoxy-3-f luoro-5-0- 

[hydroxy [ [hydroxy (phosphonooxy) phosphinyl] oxy] phosphinyl] - . beta . -L- 
ribofuranosyl] -5-fluoro- (9CI) (CA INDEX NAME) 

Absolute stereochemistry. 
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AB Modified nucleosides, e.g. I, wherein D is hydrogen, alkyl, acyl, 

monophosphate, diphosphate, triphosphate, monophosphate ester, diphosphate 
ester, triphosphate ester, phospholipid or amino acid; X is H, halogen, 
NH2, substituted amine, oxime, OH, alkoxy, SH, thioalkyl; Y is 0, S, Se; R 
and Rl are independently H, alkyl, alkenyl, alkynyl, aryl, alkylaryl, 
halogen, NH2, substituted amine, oxime, hydrazine, OH, alkoxy, SH, 
thioalkyl, N02, NO, CH20H, CH20H, ester, CONH2 , amide, CN; R2 and R3 are 
independently H, halogen, OH, SH, OMe, SMe, NH2, NHMe, CH:CH2, CN, CH2NH2, 
. CH20H, C02H; were prepd. for treating a Flaviviridae (including BVDV and 
HCV) , Orthomyxoviridae (including Influenza A and B) or Paramyxoviridae 
(including RSV) infection, or conditions related to -abnormal cellular 
proliferation, in a host, including animals, and esp. humans. This 
invention also provides an effective process to quantify the viral load, 
and in particular BVDV, HCV or West Nile Virus load, in a host, using 
real-time polymerase chain reaction ("TR-PCR"). Addnl . , the invention 
discloses probe mols. that can fluoresce proportionally to the amt . of 
virus present in a sample. Thus, ( 1 1 R, 2 ' S , 3 1 R, 4 1 R) -1- [2 , 3-dihydroxy-4- 
(hydroxymethyl ) cyclopentan-l-yl] -5-f luorocytosine was prepd. and tested in 
vitro as antiviral and antitumor agent. 

IT 60786-48-3P 415704-55-1P 

RL: IMF (Industrial manufacture); PAC (Pharmacological activity); SPN 
(Synthetic preparation) ; THU (Therapeutic use) ; BIOL (Biological study) ; 
PREP (Preparation); USES (Uses) 

(prepn. of modified nucleosides for treatment of viral infections and 
abnormal cellular proliferation) 
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Absolute stereochemistry. 
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CN 2 ( 1H) -Pyrimidinone, 4 -amino- 1- { 3-azido-3-deoxy- .beta . -L-arabinof uranosyl ) - 
(9CI) (CA INDEX NAME) 

Absolute stereochemistry. 
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AB Nucleosides I , wherein Rl is hydrogen, hydroxy, alkyl, hydroxyalkyl , 
alkoxy, halogen, cyano, isocyano or azido; R2 is hydrogen, hydroxy, 
alkoxy, chlorine, bromine or iodine; R3 is hydrogen; or R2 and R3 together 
represent =CH2; or R2 and R3 represent fluorine; X is 0, S or CH2; B is a 
substituted purine base, were prepd. as inhibitors of subgenomic 
hepatitis C virus (HCV) RNA replication. Thus, nucleoside II was 
prepd. and tested for the inhibition of HCV RNA replication (EC50 =0.6 
.mu.M) . 
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RL: PAC (Pharmacological activity); SPN (Synthetic preparation); THU 
(Therapeutic use); BIOL (Biological study); PREP (Preparation); USES 
(Uses) 

(prepn. of antiviral nucleoside derivs . as inhibitors of subgenomic 
hepatitis C virus RNA replication) 
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CN 2 (1H) -Pyrimidinone, 4-amino-l- ( 3-deoxy-3-f luoro- . beta . -D-xylof uranosyl ) - 
(9CI) (CA INDEX NAME) 

Absolute stereochemistry. 




RN 125217-37-0 CAPLUS 

CN Uridine, 3 1 -deoxy-3 * -f luoro-5-methyl- (9CI) (CA INDEX NAME) 



Absolute stereochemistry. 
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CN 2, 4 (1H, 3H) -Pyrimidinedione, 1- { 3-deoxy-3-f luoro- . beta . -D-xylof uranosyl ) - 
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Absolute stereochemistry. 
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AB The present invention relates to a method for the treatment or prevention 
of Flavivirus infections using nucleoside analogs in a host comprising 
administering a therapeutically effective amt . of the nucleoside analog or 



a pharmaceutical]^ acceptable salt thereof. 
IT 70580-87-9 85708-20-9 123402-20-0 
123402-25-5 

RL: BAC (Biological activity or effector, except adverse) ; BSU (Biological 
study, unclassified) ; THU (Therapeutic use) ; BIOL (Biological study) ; USES 
(Uses) 

(method for treatment or prevention of flavivirus infections using 
nucleoside analogs and their combination with other agents in relation 
to hepatitis C virus RNA-dependent RNA polymerase (NS5B 
protein) ) 
RN 70580-87-9 CAPLUS 

CN Cytidine, 3 ' -azido-3 ' -deoxy- (9CI) (CA INDEX NAME) 
Absolute stereochemistry. 



HO N3 




RN 85708-20-9 CAPLUS 

CN Cytidine 5 ' - ( tetrahydrogen triphosphate), 3 1 -azido-3 ' -deoxy- (9CI) (CA 
INDEX NAME) 

Absolute stereochemistry. 



HO N3 




RN 123402-20-0 CAPLUS 

CN Cytidine, 3 ' -deoxy-3 1 -f luoro- (9CI) (CA INDEX NAME) 
Absolute stereochemistry. 



HO F 




RN 123402-25-5 CAPLUS 

CN Cytidine 5 1 - (tetrahydrogen triphosphate), 3 1 -deoxy-3 1 -f luoro- (9CI) (CA 
INDEX NAME) 



Absolute stereochemistry. 



HO 



F 
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TI Preparation of D-arabino- and ribof uranosylpurine and pyrimidine 
nucleosides for treatment of retrovirus infections 

PA Aktieselskabet Atlas, Swed. 

SO Jpn. Kokai Tokkyo Koho, 21 pp. 
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DT Patent 
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AB The title nucleosides [I; A = Q, Ql; Rl = OH, NH2; R2 = H, F, CI, Br, 

iodo, CF3, Me, Et, Bu, Me2CH, cyclopropyl, CH20H, CH2SH, CH20Me, CHMe20H, 

CH2SMe, CH:CH2, CH : CHMe, CH:CHCF3, CMe:CH2, CH2CH:CH2, C . tplbond . CH, 

C. tplbond.CMe, C . tplbond . CCF3 , CH2C . tplbond . CH ; R3, R4 = H, OH, NH2; R5 = 

H, 0, OMe; R6 - H, F, CI, Br, iodo, OMe, cyano, C . tplbond . CH, N3; R7 = F, 

CI, Br, iodo, OH, 0R8, 02CR9, O2CR10, OSO2R10, P03H; R8 = Cl-6 alkyl, 

(un) substituted arylalkyl; R9 = H, RIO; = Cl-17 alkyl, (un) substituted 

arylalkyl or aryl; with various provison that, e.g. (a) when R5 = H, R6 

.noteq. H, N3 and (b) when R5 = H, R7 = OH, A = thymine , cytosine, 

. beta . -adenine or . beta . -guanidine , R6 .noteq. F] , more specifically (II; 

R = Pr; R7 = H) (III) and their pharmacol . acceptable salt are prepd. for 

the treatment of infection with retrovirus [e.g. human immunodeficiency 

virus (HIV)] or hepatitis B virus in mammals and humans. Thus, 

MeC (0SiMe3) : NSiMe3 was added to a suspension of 5-propyluracil and 

3 1 -f luoro-3 1 -deoxythymidine in MeCN. After stirring 1 h, CF3S03SiMe3 was 

added and the resulting mixt. was stirred 138 h at room . temp., evapd. in 

vacuo, and treated with H20 to give, after filtration and purifn. by HPLC 

on a C18-column, 7% III. Ill, II (R = Et, R7 = H) , II (R = R7 = H) , and 

II (R = Me, R7 = Ac) in vitro inhibited the HIV infection of H9 cells with 

IC50 values of 1, <1, 0.5, and <0.01 .mu.M, resp. 

IT 99614-77-4P 124493-83-0P 

RL: BAC (Biological activity or effector, except adverse) ; BSU (Biological 
study, unclassified) ; SPN (Synthetic preparation) ; BIOL (Biological 
study) ; PREP (Preparation) 
(prepn . of, as virucide ) 

RN 99614-77-4 CAPLUS 

CN 2 , 4 ( 1H, 3H) -Pyrimidinedione, 1- ( 3-azido-3-deoxy- . beta . -D-arabinof uranosyl ) - 
5-methyl- (9CI) (CA INDEX NAME) 

Absolute stereochemistry. 




Me 



RN 124 4 93-83-0 CAPLUS 

CN 2, 4 ( 1H, 3H) -Pyrimidinedione, 1- ( 3-deoxy-3-f luoro- .beta . -D-arabinof uranosyl ) - 
5-methyl- (9CI) (CA INDEX NAME) 

Absolute stereochemistry. 




Me 
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TI Inhibition of the replication of human hepatitis B virus 

AU Tsibinogin, V. V.; Kraevskii, A. A.; Bibilashvili , R. Sh.; Grens, E.; 

Kiselev, L. L. 
CS Inst. Org. Synth., Riga, 226006, USSR 

SO Molekulyarnaya Biologiya (Moscow) (1989), 23(4), 983-7 
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AB Several nucleoside 5 1 -triphosphate analogs were investigated as inhibitors 
of human hepatitis B virus replication. Different analogs 
inhibited DNA synthesis differently, 3 ' -azido-2 1 , 3 1 -dideoxythymidine 
5 1 -triphosphate being the most active compd. This inhibitor blocked DNA 
synthesis by 50% at an inhibitor : substrate molar ratio of 1:8, and by 80% 
at 1:1. The hypothesis is formulated that 3 ' -azido-2 1 , 3 1 -deoxythymidine 
5 * -triphosphate inhibits RNA-directed viral DNA replication due to 
incorporation of this compd. into the 3 1 -termini of newly synthesized DNA 
chains . 

IT 99614-92-3 

RL: BIOL (Biological study) 

(hepatitis B virus of humans replication inhibition by) 

RN 99614-92-3 CAPLUS 

CN 2,4 (1H, 3H) -Pyrimidinedione, 1- [ 3-azido-3-deoxy-5-0- 

[ hydroxy [ [hydroxy (phosphonooxy) phosphinyl] oxy] phosphinyl] - . beta . -D- 
arabinofuranosyl] -5-methyl- (9CI) (CA INDEX NAME) 

Absolute stereochemistry. 
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CAS INDEXING IS AVAILABLE FOR THIS PATENT. 

AB The present invention relates to a method for the treatment or 

prevention of Flavivirus infections using nucleoside analogues in a host 
comprising administering a therapeutically effective amount of a 
compound having the formula I or a pharmaceutically acceptable salt 
thereof . 

CAS INDEXING IS AVAILABLE FOR THIS PATENT. 
IT 70580-87-9 85708-20-9 123402-20-0 
123402-25-5 

(method for treatment or prevention of flavivirus infections using 
nucleoside analogs and their combination with other agents in relation 
to hepatitis C virus RNA-dependent RNA polymerase (NS5B protein) ) 
RN 70580-87-9 USPATFULL 

CN Cytidine, 3 ' -azido-3 ' -deoxy- (9CI) (CA INDEX NAME) 
Absolute stereochemistry. 



HO N3 




RN 85708-20-9 USPATFULL 

CN Cytidine 5 1 - ( tetrahydrogen triphosphate), 3 1 -azido-3 ' -deoxy- (9CI) (CA 
INDEX NAME) 

Absolute stereochemistry. 



HO N3 




RN 123402-20-0 USPATFULL 

CN Cytidine, 3 1 -deoxy-3 1 -f luoro- (9CI) (CA INDEX NAME) 
Absolute stereochemistry. 



HO F 




RN 123402-25-5 USPATFULL 



CN Cytidine 5 ' - ( tetrahydrogen triphosphate), 3 1 -deoxy-3 ' -f luoro- (9CI) 
INDEX NAME) 



(CA 



Absolute stereochemistry. 



HO 



H2N' 




OPO3H2 
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pyrimidine nucleosides 
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CAS INDEXING IS AVAILABLE FOR THIS PATENT. 

AB A 2 ' , 3 1 -deoxy-3 1 -f luoro-pyrimidine nucleoside having the formula: 

##STR1## wherein R.sup.l is OH or NH.sub.2 ; 

R.sup.2 is CF.sub.3, CH.sub.2 CH.sub.2 CH.sub.3, ##STR2## CH.sub.2 
OCH.sub.3, CH.sub.2 SCH.sub.3, CH . dbd . CH . sub . 2 CH.dbd.CH — CH.sub.3, 
C.tbd.CH, C. tbd.C— CH. sub. 3 or CH.sub.2 --C.tbd.CH; 

or a pharmaceutically acceptable salt thereof. 

These nucleoside analogs exhibit antiviral activity against HIV. 

CAS INDEXING IS AVAILABLE FOR THIS PATENT. 
IT 99614-77-4P 124493-83-0P 178374-50-0P 

(prepn . of ( f luorodideoxy- . beta . -D-ribof uranosyl ) pyrimidine nucleosides 
as antiviral agents against HIV) 
RN 99614-77-4 USPATFULL 

CN 2, 4 (1H, 3H) -Pyrimidinedione, 1- ( 3-azido-3-deoxy- . beta . -D-arabinof uranosyl ) - 
5-methyl- (9CI) (CA INDEX NAME) 



Absolute stereochemistry. 




Me 

RN 124493-83-0 USPATFULL 

CN 2, 4 (1H, 3H) -Pyrimidinedione, 1- ( 3-deoxy-3-f luoro- . beta . -D-arabinof uranosyl ) 
5-methyl- (9CI) (CA INDEX NAME) 

Absolute stereochemistry. 




Me 

RN 178374-50-0 USPATFULL 

CN 2 , 4 ( 1H, 3H) -Pyrimidinedione, . 3-benzoyl-l- ( 3-deoxy-3-f luoro- . beta. -D- 
arabinof uranosyl) -5-methyl- (9CI) (CA INDEX NAME) 

Absolute stereochemistry. 




Me 



